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DETAILED ACTION 



Claims 6-9, a method for detecting a patliological condition, wliicli is malignancy, 
comprising detecting the over-or under-expression of the ligand NT-4/5 (SEQ ID NO:45), 
using as a probe its receptor, SEQ ID NO:2, the truncated form thereof, SEQ ID NO:4, or 
an immunoadhesin thereof, are examined in the instant application. 

The embodiment of claims 6-9, as drawn to a method of diagnosis of a pathological 
condition other than malignancy, using SEQ ID NO:45, or a method for detecting a pathological 
condition, including malignancy, by detecting the expression of BDNF (SEQ ID NO:42), NT-3 
(SEQ ID NO:43) and NT-4 (SEQ ID NO:44), have been withdrawn from consideration as being 
drawn to non-elected invention. Claims 10-11 have been withdrawn from consideration as being 
drawn to non-elected invention. 

Withdrawn Rejection 
Rejection under 112, second paragraph, in view of the amendment. 

Restriction 

It is noted that the restriction requirement of the previous Office action has been made 
FINAL. 

Claim Rejections - 35 USC § 112, First Paragraph, Enablement 

The following is a quotation of the first paragraph of 35 U.S. C. 112: 
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The specification shall contain a written description of the invention, and of the manner and process of making and using it, in such full, 
clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and use the same and shall set foith the best mode contemplated by the inventor of carrying out his invention. 

Claims 6-9 remain rejected under 112, first paragraph, for lack of enablement for a 
method for diagnosis of malignancy, for reasons already of record in paper of 09/21/07. 



1) The nature of the invention 

The response asserts that the nature of the claimed invention is routine in the art, 
requiring routine steps of contacting and detecting over- or under-expression of a neurotrophic 
factor. The response asserts that moreover, the specification clearly names the particular 
pathological conditions to be diagnosed (see, e.g., page 91, lines 9-13), and discloses that these 
named pathological conditions may be diagnosed by the detection of over- or underexpression of 
a neurotrophin by detecting binding to a trk receptor (page 10, lines 20-25), such as a human 
trkB polypeptide (page 6, lines 7-32), and that the neurotrophin may be selected from BDNF, 
NT-3, NT-4, andNT-4/5 (page 16, lines 1-2). 

The response has been considered but is not found to be persuasive for the following 
reasons: 

Contrary to the assertion, the claimed method is not routine, encompassing a method for 
diagnosing a genus of numerous cancers, or tumors including abnormal growths, that over- or 
underexpresses a neurotrophic factor NT-4/5 (SEQ ID NO:45), using the trkB receptor SEQ ID 
N0:2 or SEQ ID N0:4 as a detecting probe, which probe however is not specific for SEQ ID 
NO: 45. Further, not only the trkB receptor is not a specific probe, the target neurotrophic factor 
NT-4/5 (SEQ ID NO:45) is not specific for the trkB receptor SEQ ID N0:2 or SEQ ID N0:4, 
because SEQ ID NO:45 also binds to another receptor, the TrkA receptor. Although the 
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specification on page 91, line 11, recites a generic language "various types of tumors", the 
specification does not disclose, nor having objective evidence showing a particular cancer or 
particular tumor overexpressing SEQ ID NO:45, or a particular cancer or particular tumor 
underexpressing SEQ ID NO:45. The level of expression of a protein in a particular disease, 
including a particular cancer, however, is not predictable, in view of the teaching of 
Soontomniyooomkij et al and Guate et al, all of record. Further, whether one can use the trkB 
receptor SEQ ID N0:2 or SEQ ID N0:4 as a probe to detect SEQ ID NO:45 is unpredictable, 
because said probe is not specific for SEQ ID NO:45. 

2) The state of the prior art. 

The response asserts that Schneider et al., demonstrates that one can detect a malignancy, 
such as pancreatic cancer, by detecting the underexpression of NT-4. The response concludes 
that thus, the state of the prior art is supportive of enablement of the present invention. 

The response has been considered but is not found to be persuasive for the following 
reasons: 

Schneider et al teaches detecting of under-expression of NT-4 in a specific cancer, the 
pancreatic cancer, using an anti-NT-4 antibody, which is specific for NT-4. The art does not 
support the enablement of the instant claims, which encompass detecting a genus of numerous 
cancers, or tumors, including abnormal growth. Further, the antibody for NT-4 taught by the art 
is specific for NT-4, whereas the probe for use in the claimed method, the trkB receptor SEQ ID 
N0:2 or SEQ ID N0:4, is not specific for SEQ ID NO:45. The claimed probe also binds to other 
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target proteins BDNF and NT-3. Thus, the claimed method is non-specific, and not supported by 
the art. 

3) The relative skill of those in the art 

The response asserts that the relative skill in the art is high. The response asserts that in 
view of the high level of skill in the art, no undue amount of experimentation would be required 
to practice the invention since detection of labeled polypeptides is well-known and routine in the 
art, well within the skill level of one of ordinary skill in the art; since the specification provides 
detailed explanation and examples related to the claimed methods (see, e.g., pages 79-81; 86-90, 
particularly 86-87; and elsewhere in the application); and since it would be a matter of routine to 
measure over- or underexpression of a neurotrophic factor selected fi-om the group consisting of 
NT-4 and NT-4/5 by measuring their binding to labeled human trkB receptor polypeptide. 

The response has been considered but is not found to be persuasive for the following 
reasons: 

The Examiner agrees that the relative skill in the art is high. However, although method 
of measuring the level of a protein is routine in the art, it would be undue experimentation for 

one of skill in the art to practice the claimed method, because of the following reasons: 

1) Other than a single cancer, the pancreatic cancer, one cannot predict the level of SEQ 
ID NO:45 in the claimed genus of numerous cancers, as compared to that of normal, healthy 
individual, in view of the teaching of Soontomniyooomkij et al and Guate et al, all of record, and 
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2) The claimed method is non-specific, because the probe for use in the claimed method 
is non-specific, said probe also binds to other target proteins BDNF and NT-3, the presence of 
which proteins would interfere with detection of SEQ ID NO:45. 

4) The unpredictability of the art 

The response asserts that in that the claimed methods rely on the disclosed sequences and 
are also based on methods and skills that are well-known in the art. The response asserts that in 
addition, the application as filed explicitly discloses the pathological conditions to which the 
claimed diagnostic methods are directed; thus, the predictability of the art related to such 
diagnostic methods is quite high. 

The response asserts that Soontominiyooomkij et al. and Guate et al., directed to 
measurements of levels of neurotrophins and/or neurotrophin receptors, demonstrate 
measurements were possible and known to be of scientific and diagnostic value at the time of the 
invention. The response asserts that one could use such skills (as evidenced, e.g., by 
Soontominiyooomkij et al. and Guate et al.), to practice the invention as taught in the present 
application. 

Concerning the non-specificity of the claimed probe, the response asserts that it is the 
specification that provides data for BDNF and NT-3 binding to trkB; thus, BDNF and NT-3 may 
bind to the trkB receptor. The response asserts that however, even if other ligands bind the 
human trkB receptor polypeptide, or an immunoadhesin thereof, such binding may be diagnostic 
of a pathological condition. 
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The response has been considered but is not found to be persuasive for the following 
reasons: 

Although method of measuring the level of a protein is routine in the art, it would be 
undue experimentation for one of skill in the art to practice the claimed method, because of the 
following reasons: 

1) Other than in a single specific cancer, the pancreatic cancer, one cannot predict the 
level of SEQ ID NO:45 in the claimed genus of numerous cancers, as compared to that of 
normal, healthy individual, in view of the teaching of Soontomniyooomkij et al and Guate et al, 
all of record. Soontornniyomkij et al, 1999 (Acta neuropathologica 98(4): 345-8) teach that 
expression of trkB proteins is characteristic of particular disease processes, as shown by the 
absence of BDNF and trkB protein in glia cells in AD patients, in contrast to their presence in 
HIV patients (abstract, last seven lines). Similarly, Guate et al, 1999 (BJU Intematl, 84: 495-502) 
teach that trkA and TrkC are overexpressed in prostate cancer, as compared to normal prostate 
tissue, while trkB is not detected in prostate cancer (abstract, p.496, second column, last 
paragraph). 

2) The claimed method is non-specific, because the probe for use in the claimed method 

is non-specific, said probe also binds to other target proteins BDNF and NT-3, the presence of 
which proteins would interfere with detection of SEQ ID NO:45. Moreover, the levels of BDNF 
and NT-3 in a cancer are not predictable, in view of the teaching of Soontomniyooomkij et al 
and Guate et al, all of record, and thus they cannot predictably be used as combined with the 
level of SEQ ID NO:45, for diagnosis of cancer. 
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Moreover, one cannot predict that the truncated intracellular domain of trkB receptor, 
SEQ ID N0:4 (see figure IB legend on page 3 of the instant specification), would bind to the 
ligand neurotrophic factor NT-4/5 (SEQ ID NO:45), in view that one cannot predict that SEQ ID 
N0:4 retains the binding region for the ligand SEQ ID NO:45, and in view that not any region of 
a receptor binds to its ligand. Thus, one cannot predict that one could successfully use SEQ ID 
NO:4 for detecting the presence of SEQ ID NO:45. 

5) The breadth of the claims 

The response asserts that the claims are not broad, because the methods are limited to 
disorders with the named characteristics, i.e. over- or underexpression of a neurotrophic factor. 

The response has been considered but is not found to be persuasive for the following 
reasons: 

The claims are broad, encompassing a method for diagnosis of numerous cancers, which 
either overexpress or underexpress SEQ ID NO:45, using a probe which is non-specific for the 
target SEQ ID NO:45. 

6) The amount of direction and the absence of worthing example. 

The response asserts that the instant application teaches how to measure levels of 
neurotrophins of interest in tissue using the novel trkB polypeptides of the claims. 

The response has been considered but is not found to be persuasive for the following 
reasons: 
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Although the specification and the art disclose how to measure the level of the 
neurotrophic factor, the specification and the art do not disclose, nor have any concrete evidence 
of which cancer under- or over-expresses the claimed neurotrophic factor, SEQ ID NO: 45, as 
compared to the normal corresponding control. The specification does not have any data, or 
concrete evidence that the trkB receptor, SEQ ID NO: 2, SEQ ID N0:4 or an immunoadhesin 
thereof is a suitable, specific probe, and only detects the ligand NT-4/5 (SEQ ID NO:45). 

Given the above unpredictability, and in view of the complex nature of the invention, a 
lack of sufficient disclosure in the specification, and little is known in the art concerning the 
claimed invention, it would have been undue experimentation for one of skill in the art to 
practice the claimed invention. 

Conclusion 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). A shortened statutory period for reply to this final action 
is set to expire THREE MONTHS from the mailing date of this action. In the event a first reply 
is filed within TWO MONTHS of the mailing date of this final action and the advisory action is 
not mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of the 
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advisory action. In no event, however, will the statutory period for reply expire later than SIX 
MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MINH-TAM DAVIS whose telephone number is 571-272-0830. 
The examiner can normally be reached on 9:00 AM-5:30 PM. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, LARRY HELMS can be reached on 571-272-0832. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an apphcation may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Elecfronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

MINH TAM DAVIS 
February 09, 2008 

/Larry R. Helms/ 

Supervisory Patent Examiner, Art Unit 1643 
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